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4- Project or Subject: 

■ - * •■' l . ‘ 

1 . '• • i ( t J 

Y, Reqairo-niwJs. 


Study of Host Factors in Experimental Induction of 
Pulmonary,Tumors in mice. 
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Detailed Plarf of iProcedUre^(Us^ revets^ side it additional spacers pe^ded^ oi ’• 
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.h>nS[«S< trrtKJ VipirVK4ntaT.)ippr6'ich t t6"thV luhd canctr pFobl«m 
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y*iy'iIs in* inability 5 W^h^^rtiiiVbwcihogeW^o establish itdeq^at* baser line' controls and - A 
: vvjf ; ,! y yepw9uHW*"i ; s*ul't^ indicated by, thd* induction;*of 0 ibng cancer**^ The techniques^ < - 
fi t V ^hich^havS ^eh ysed^to.date^incibde'tbe‘ inductioh : of- a 'meihyicholanthrenS'pellet en- 
;> -' cased lh.hire,mesh with hooks, placed into the bronchial tree through a trachestomy 

and, the Introduction Of the methylcholanthrene by means of an impregnated thread v 

^raj^ 5 though'^ the' 1 ^phest Wall into the limg by’a r fine nsedre.^'Trr the former procedure, 
ii‘ is )?if ficult" to* eliminate associated infection: in'the segment of the lung obstructed 
*" ly‘ the J ‘p#liei. irt Furthermorejf ^arclnoma as yet 1 har not’ been induced 1 with any degree of 

?:C t> ; » y‘1 V V 1 'V* V»*V. h Mt 4 *Y l W.'U'I -X S . . !- r. f. * * .* ’ j . ■ .. , . * * * 



"i'i. 6 |>.rdpose<f 'lhV\ we' inventigalta^ %. tVchhi^ie^'if' dire'ct Introduction' of the 
carcInoijen ! ih i'propylefie 'glycol 31 hr ^alers61* solutibh sprayed with slight pressure 
with a tracheotomy by means of a fine glass cannula directly into a bronchus. This 
•would eliminate all of the aforementioned complications. Furthermore, with the 
techniques employed previously, it has been difficult to secure a significant 
incidence of bronchial carcinoma. It is proposed that enhancing agents such as 
cortisone, and/or appropriate lyophilized tumor, normal tissue or anti-sera to 
tumor, be given along with the carcinogen, In order to attempt to establish an 
adequate incidence of experimental lung cahcer.of Once this base line control is 
established, it is then proposed to repeat the procedure with those agents asso¬ 
ciated with smoking that are considered to be carcinogens. This will be done on 
various strains of mice and if necessary, various strains of rats. 

../tv- 2\<2*:vt\wk ij.rane-- 

Pcuintyiv C-flreer !bo ir^Mution 

Source: https://www.industrydocuments.ucsf.edu/docs/gzplOOOO * 
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5 continued 



If the basic technique here proposed meets with success, since in the process of 
smoking, areas of the lung are exposed to temporary states of relative anoxia 
and since individuals in their environment are exposed to carbon monoxide and other : 
fumes which interfere with normal respitory exchange leading to relative anoxia and 
since experimentally, Goldblatt and Gey have demonstrated in tissue culture that 1 
under conditions of low oxygen tension, normal cells have changed Into malignant ‘% 
cell;, it is proposed that the above experiments be repeated on animals in closed 
chambers with controlled oxygen tensions. 


V 


A' f; 


•P' 













■ ... 'V, ,, . • • : .. i A'-: ' V . * . ; W" . _ ^ • , '. T, V £ X* ' -/ 

Source: httpS://www.industrydocumerits.ucsf,edu/do0s/gzpiQt)dO: 
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$ 9,250.00 
1.500,00 
none 

1.000.00 

300.00 


Dv, ^s>Jptal tv;- > $12,050.00 
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7 Anticipaled Cto.lioil oF Jhf M.JfJff S ''Sv 

, \ . J Wonsan c^ji " ' - -Y 

8.. Facilities and staff Avail^blb Experimental Animal Roomj cold roots) Biochemical Laboratory) i .-V ' 
'Inbred strains of mice) Lyophilizer) Histo-Pathology Laboratory, Immunology and < ' 
Bacteriology Laboratory) Spectrophotometry) Tissue Culture) Chromotography. . 

3 *■£?**? 'Y ! *v' i « Peseereh FeuadaiieB*, jVie* . •• . ... ' yMl/ 

• Staffi •‘Pathologist, Oncologist,.Immunologist, Biochemist and Pharmacologist in >' vi 

addition to technicians^^,7,;:: v V‘ , r YY 

/•ji v n-sarti.'tgton, a. Y* ■' . 


4 s( .•* t* * ituda ?•# Host FjctoTi" in Hr^erlmental Xnd'JCtissft.'.o/' 4 

h 9 Additional'Requirementt. in U«. ' : * V‘, 
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10. Additional Information (Including relation of work fo other projects and other sources of supply): v 

Experimental Induction of tumors in .animals has been.sftown ^through our .studies.]« 3 
... on inflammatory responses including;immune p^nawn^ to^eiaW :3i4 
to the status of host function,*' 'By means of such Ygents as ^cortisone,./ lyophlU^ed 
tissue and tumor extracts, ahd anti-tumcr Ynti-ssra, : tumors ;i*hi^ t7n , 

hot ‘grow have. "been Induced tq grow and even to’ 

of dur ovjn 'Studies and appended Jbibliqgraphies axje '■.jperti’nont'asfYAtth® J ' vl,0 ifk;0t.ad: 
BasSrga and Shublk (Science jLSl/.iCOj/and Pomeroy .(Cancer .Research .^4,--20^^'nrooiirdvi*^, 
Recently, “Todlan’ of the Sloan-Kettering Institute/ following , these sauna procedures g**,; 
has Succeeded. In growing ’human ^cancers in rats. , jt' is^ibeJLieved^that. in order; f to 3ff l? 
succeed Jji 'the experimental ’induction of. lung tumors in "animals/‘that the -techr-wn 
nique jaa/ Tecjuire. 8000 “ method .of intervening in .the formal physiologic, state of 
the host. Indeed, thid may very well be "a clue to the possibility that carcino¬ 
genic substances in products such as tobacco smoke, have tbaix influence on,;, 
hosts in whom other factors of debility are existent. Y, . Y YY’’.-it'^Y.. 

' « •;r4X«.nofev5ky by *.»f .•• M‘u 1 ,i<vtr, 4 , ybi# 


d o}.„iiiiut*. <ii'j of ».hrr sfC' 4 -e^ti 4 qjise;, .further»»r.e^ wi th 
t*viy*ihves esfjtcyod prwv&^tiy.,- rAti ^een difficult to secure.^ 
incidoncu of bcronchi.ai carcinwa. It it-, proposed that, enhancl-nsr • ;**<??' 
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